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Claims Nos.: 26 



Claim 26, relating to an agent which alters the expression in a cell of a 
nucleic acid, could not be searched as its subject-matter is not- 
di sclosed 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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1. Claims: 1-25, 27-34, all partially 
Invention 1: 

An isolated nucleic acid, comprising a nucleotide sequence 
which hybridizes under stringent conditions to SEQ.ID. No.l 
or a sequence complemantary thereto; an isolated nucleic 
acid, comprising a nucleotide sequence at least 80% 
identical to at least 15 consecutive nucleotides of SEQ.ID. 
No.l or a sequence complementary thereto; an isolated 
nucleic acid comprising nucleotide sequence of SEQ.ID No.l 
or a sequence complementary thereto; an expression vector 
comprising said nucleic acids; an host cell comprising said 
vector; a transgenic animal having a transgene comprising 
said nucleic acids; a nucleic acid hybridizing to a nucleic 
acid probe corresponding to at least 12 consecutive 
nucleotides of SEQ.ID. No.l; a probe/primer hybridizing to a 
nucleic acid probe corresponding to at least 12 consecutive 
nucleotides of SEQ.ID. No.l; an isolated polypeptide encoded 
by said nucleic acid; an antibody that specifically binds 
to said polypeptide; an antisense oligonucleotide which 
hybridizes under stringent conditions to at least 12 
consecutive nucleic acids of SEQ.ID. No.l; a test kit 
comprising said probe/primer; a testkit comprising said 
antiboda; a method for determining the phenotype of a cell 
comprising detecting the differential expression of a 
nucleic acid which hybridizes under stringent conditions to 
at least 12 consecutive nucleic acids of SEQ.ID. No.l or a 
protein encoded by said nucleic acid; a method for determing 
the presence or absence of a nucleic acid which hybridizes 
under stringent conditions to at least 12 consecutive 
nucleic acids of SEQ.ID. No.l; a method for detecting a 
mutation in a test nucleic acid which hybridizes under 
stringent conditions to at least 12 consecutive nucleic 
acids of SEQ.ID. No.l; a method for identifying an agent 
which alters the level of expression in a cell of a nucleic 
acid which hybridizes under stringent conditions to at least 
12 consecutive nucleic acids of SEQ.ID. No.l; a 
pharmaceutical composition comprising a nucleic acid which 
hybridizes under stringent conditions to at least 12 
consecutive nucleic acids of SEQ.ID. No.l; a pharmaceutical 
composition comprising a polypeptide encoded by said nucleic 
acid; a method for detecting cancer using SEQ.ID. No.l or an 
antibody to a protein encoded by said sequence, as a probe. 



2. Claims: 1-25, 27-34, all partially 
Inventions 2 to 127 : 

Idem as invention 1, wherein each invention relates to the 
nucleic acid encoded by SEQ.ID. No. 2 to 127 in stead of 
SEQ.ID. No.l. 
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3. Claims: 15-21, 24-26, 28-34, all partially 
Invention 128: 

An isolated nucleic acid, comprising a portion of a 
nucleotide sequence of SEQ.ID No. 128 or a sequence 
complementary thereto; a gene which hybridizes to SEQ.ID. 
No. 128; an isolated polypeptide encoded by said nucleic 
acid; an antibody that specifically binds to said 
polypeptide; an antisense oligonucleotide which hybridizes 
under stringent conditions to at least 12 consecutive 
nucleic acids of SEQ.ID. No. 128; a method for determining 
the phenotype of a cell comprising detecting the 
differential expression of a nucleic acid which hybridizes 
under stringent conditions to at least 12 consecutive 
nucleic acids of SEQ.ID. No. 128 or a protein encoded by said 
nucleic acid; a method for detecting a mutation in a test 
nucleic acid which hybridizes under stringent conditions to 
at least 12 consecutive nucleic acids of SEQ.ID. No. 128; a 
method for identifying an agent which alters the level of 
expression in a cell of a nucleic acid which hybridizes 
under stringent conditions to at least 12 consecutive 
nucleic acids of SEQ.ID. No. 128; a pharmaceutical 
composition comprising a nucleic acid which hybridizes under 
stringent conditions to at least 12 consecutive nucleic 
acids of SEQ.ID. No. 128; a pharmaceutical composition 
comprising a polypeptide encoded by said nucleic acid; a 
method for detecting cancer using SEQ.ID. No. 128 or an 
antibody to a protein encoded by said sequence, as a probe. 



4. Claims: 15-21, 24-26, 28-34, all partially 
Inventions 129 to 383: 

Idem as invention 128, wherein each invention relates to the 
nucleic acid encoded by SEQ.ID. No. 129 to 383 in stead of 
SEQ.ID. No. 128. 



5. Claims: 15-21, 25,26,28,31-34, all partially 
Invention 384: 

A nucleic acid hybridizing to a nucleic acid probe 
corresponding to at least 12 consecutive nucleic acids of 
SEQ.ID. No. 384; an isolated polypeptide encoded by said 
nucleic acid; a probe/primer hybridizing to a nucleic acid 
probe corresponding to at least 12 consecutive nucleic acids 
of SEQ.ID. No. 384; an antibody that specifically binds to 
said polypeptide; an antisense oligonucleotide which 
hybridizes under stringent conditions to at least 12 
consecutive nucleic acids of SEQ.ID. No. 384; a method for 
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determining the phenotype of a cell comprising detecting the 
differential expression of a nucleic acid which hybridizes 
under stringent conditions to at least 12 consecutive 
nucleic acids of SEQ.ID. No. 384 or a protein encoded by 
said nucleic acid; a method for identifying an agent which 
alters the level of expression in a cell of a nucleic acid 
which hybridizes under stringent conditions to at least 12 
consecutive nucleic acids of SEQ.ID. No. 384; a 
pharmaceutical composition comprising a nucleic acid which 
hybridizes under stringent conditions to at least 12 
consecutive nucleic acids of SEQ.ID. No. 384; a 
pharmaceutical composition comprising a polypeptide encoded 
by said nucleic acid; a method for detecting cancer using 
SEQ.ID. No. 384 or an antibody to a protein encoded by said 
sequence, as a probe. 



6. Claims: 15-21, 25,26,28,31-34, all partially 
Inventions 385 to 850: 

Idem as invention 384, wherein each invention relates to the 
nucleic acid encoded by SEQ.ID. No. 385 to 850 in stead of 
SEQ.ID. No. 384. 
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tissue. 
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We claim: 

1 . An isolated nucleic acid comprising a nucleotide sequence which hybridizes 
under stringent conditions to a sequence of SEQ ID Nos. 1-127 or a sequence 
complementary thereto. 

5 

2. An isolated nucleic acid comprising a nucleotide sequence at least 80% 
identical to a sequence corresponding to at least about 1 5 consecutive 
nucleotides of one of SEQ ID Nos. 1-127 or a sequence complementary 
thereto. 

10 

3. An isolated nucleic acid comprising a nucleotide sequence of SEQ ID Nos. 1 - 
127 or a sequence complementary thereto. 

4. A nucleic acid according to claim 1 , further comprising a transcriptional 
1 5 regulatory sequence operably linked to said nucleotide sequence so as to 

render said nucleotide sequence suitable for use as an expression vector. 

5. An expression vector, capable of replicating in at least one of a prokaryotic 
cell and eukaryotic cell, comprising the nucleic acid of claim 4. 



20 



6. A host cell transfected with the expression vector of claim 5. 



7. A transgenic animal having a transgene of the nucleic acid of claim 1 
incorporated in cells thereof, which transgene modifies the level of expression 

25 of the nucleic acid, the stability of an mRNA transcript of the nucleic acid, or 

the activity of the encoded product of the nucleic acid. 

8. A substantially pure nucleic acid which hybridizes under stringent conditions 
to a nucleic acid probe corresponding to at least 12 consecutive nucleotides of 

30 one of SEQ ID Nos. 1-127 or a sequence complementary thereto. 
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9. A polypeptide including an amino acid sequence encoded by a nucleic acid of 
claim 1 or a fragment comprising at least 25 amino acids thereof. 

10. A probe/primer comprising a substantially purified oligonucleotide, said 

5 oligonucleotide containing a region of nucleotide sequence which hybridizes 

under stringent conditions to at least 12 consecutive nucleotides of sense or 
antisense sequence selected from SEQ ID Nos. 1-127. 

11. An array including at least 10 different probes of claim 10 attached to a solid 
10 support. 

12. The probe/primer of claim 10, further comprising a label group attached 
thereto and able to be detected. 

15 13. The probe/primer of claim 12, wherein said label group being selected from 
radioisotopes, fluorescent compounds, enzymes, and enzyme co-factors. 

14. An antibody immunoreactive with a polypeptide of claim 9. 

20 15. An antisense oligonucleotide analog which hybridizes under stringent 

conditions to at least 12 consecutive nucleotides of one of SEQ ID Nos. 1-850 
or a sequence complementary thereto, and which is resistant to cleavage by a 
nuclease. 

25 16. A test kit for determining the phenotype of transformed cells, comprising the 
probe/primer of claim 12, for measuring a level of a nucleic acid which 
hybridizes under stringent conditions to a nucleic acid of SEQ ID Nos. 1-850 
in a sample of cells isolated from a patient. 

30 17. A test kit for determining the phenotype of transformed cells, comprising an 
antibody specific for a protein encoded by a nucleic acid which hybridizes 
under stringent conditions to any one of SEQ Nos. 1-850. 
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18. A method of determining the phenotype of a cell, comprising detecting the 
differential expression, relative to a normal cell, of at least one nucleic acid 
which hybridizes under stringent conditions to one of SEQ ID Nos. 1-850, 
wherein the nucleic acid is differentially expressed by at least a factor of two. 

1 9. A method for determining the phenotype of cells in a sample of cells from a 
patient, comprising: 

i. providing a nucleic acid probe comprising a nucleotide 
sequence having at least 12 consecutive nucleotides of any of SEQ ID 
Nos. 1-850; 

ii. obtaining a sample of cells from a patient; 

iii. providing a second sample of cells substantially all of which 
are non-cancerous; 

iv. contacting the nucleic acid probe under stringent conditions 
with mRNA of each of said first and second cell samples; and 

v. comparing (a) the amount of hybridization of the probe with 
mRNA of the first cell sample, with (b) the amount of hybridization of 
the probe with mRNA of the second cell sample, wherein a difference 
of at least a factor of two in the amount of hybridization with the 
mRNA of the first cell sample as compared to the amount of 
hybridization with the mRNA of the second cell sample is indicative of 
the phenotype of cells in the first cell sample. 

A method of determining the phenotype of a cell, comprising detecting the 
differential expression, relative to a normal cell, of at least one protein 
encoded by a nucleic acid which hybridizes under stringent conditions to one 
of SEQ ID Nos. 1-850, wherein the protein is differentially expressed by at 
least a factor of two. 

The method of claim 20, wherein the level of said protein is detected in an 
immunoassay. 



25 20. 
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22. A method for determining the presence or absence of a nucleic acid which 
hybridizes under stringent conditions to one of SEQ ID Nos. 1-127 in a cell, 
comprising contacting the cell with a probe of claim 1 0. 

5 

23 . A method for determining the presence of absence of a polypeptide encoded 
by a nucleic acid which hybridizes under stringent conditions to one of SEQ 
ID Nos. 1-127 in a cell, comprising contacting the cell with an antibody of 
claim 14. 

10 

24. A method for detecting a mutation in a test nucleic acid which hybridizes 
under stringent conditions to a nucleic acid of SEQ ID Nos. 1-383 or a 
sequence complementary thereto, comprising 

i. collecting a sample of cells from a patient, 
15 ii- isolating nucleic acid from the cells of the sample, 

iii. contacting the nucleic acid sample with one or more primers 

which specifically hybridize to a nucleic acid sequence of SEQ ID Nos. 

1-383 under conditions such that hybridization and amplification of the 

nucleic acid occurs, and 
20 * v * comparing the presence, absence, or size of an amplification 

product to the amplification product of a normal cell. 

25. A method for identifying an agent which alters the level of expression in a cell 
of a nucleic acid which hybridizes under stringent conditions to one of SEQ ID 

25 Nos. 1-850 or a sequence complementary thereto, comprising 

i. providing a cell; 

ii. treating the cell with a test agent; 

iii. determining the level of expression in the cell of a nucleic acid 
which hybridizes under stringent conditions to one of SEQ ID Nos. 1- 

30 850 or a sequence complementary thereto; and 

iv. comparing the level of expression of the nucleic acid in the 
treated cell with the level of expression of the nucleic acid in an 
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untreated cell, wherein a change in the level of expression of the 
nucleic acid in the treated cell relative to the level of expression of the 
nucleic acid in the untreated cell is indicative of an agent which alters 
the level of expression of the nucleic acid in a cell. 

5 

26. A pharmaceutical composition comprising an agent identified by the method 
of claim 25. 

27. A pharmaceutical composition comprising a nucleic acid which includes a 
10 nucleotide sequence which hybridizes under stringent conditions to one of 

SEQ ID Nos. 1-850 or a sequence complementary thereto. 

28. A pharmaceutical composition comprising a polypeptide encoded by a nucleic 
acid which includes a nucleotide sequence that hybridizes under stringent 

15 conditions to one of SEQ ID Nos. 1 -850 or a sequence complementary thereto. 

29. An isolated nucleic acid comprising a portion of a nucleotide sequence of SEQ 
ID Nos. 128-383 or a sequence complementary thereto. 

20 30. A gene which hybridizes to one of SEQ ID Nos. 1-383. 

31. A method for detecting cancer in which one or more of SEQ ID Nos. 1-850 are 
used as probes, said method comprising: 

i. collecting a sample of cells from a patient, 
25 ii- isolating nucleic acid from the cells of the sample, 

iii. contacting the nucleic acid sample with one or more primers 

which specifically hybridize to a nucleic acid sequence of SEQ ID Nos. 

1-850 under conditions such that hybridization and amplification of the 

nucleic acid occurs, and 
30 iv - comparing the presence, absence, or size of an amplification 

product to the amplification product of a normal cell. 
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32. A method of claim 3 1 in which said cancer is colon cancer. 

33. A method for detecting cancer in a patient sample in which an antibody to a 
5 protein encoded by SEQ ID Nos. 1-850 is used to react with proteins in said 

sample. 

34. A method of claim 33 in which said cancer is colon cancer. 

10 
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<222> (1) . . . (517) 
<223> n o A,T,C or G 



<400 
actcacaagt 
tctatatata 
ggttcctaga 
caagactaca 
aagaacagat 
ttatataaac 
gntgttatac 
gaattctgga 
caatttngnc 



> 379 
aagaaacttt 
tatttattna 
accaattctc 
gatgtgtttt 
accaaaacat 
ntaatttata 
atntaggatt 
agattccatc 
cnntannnga 



ctctactgaa 
tttattttaa 
ttgattctct 
tnttttttca 
acatgtgata 
aatacttctc 
tcctntgcnt 
tacaattggc 
gtcngattac 



ggatactgtc 
aaaantaaac 
acttccacaa 
canatgcaag 
aaactacana 
tttntgcctt 
gaccttnggc 
ggctcgtttn 
aanntcn 



<210> 380 

<211> 351 

<212> DNA 

<213> Homo sapiens 



<400 
acgctgtgga 
cttctgtagg 
gtaacttaca 
agttcatctc 
atgacacttc 
tcctgatggg 



> 380 
gggctgcagt 
aataactgca 
tggcggtggg 
ctcagctgaa 
tgtgcagcca 
cggccctggt 



gctcgtggat 
gcaggagctg 
gataagccat 
cactgaaaga 
taaatgctct 
gattcaaaac 



<210> 381 
<211> 622 
<212> DNA 

<213> Homo sapiens 
<220> 

<221> misc_feature 
<222> (1) . . . (622) 
<223> n » A,T,C or G 



acagagtttg 
aacantgatg 
aataaagtgt 
tgccatgcaa 
tggtagattt 
tatatacagt 
cgtnacnacg 
tancatncct 



ttgcagagca 
aacganccca 
atcatttggc 
aaataaatta 
ttaaaggcat 
cncaaanctg 
nntaagggcc 
ttntanggcc 



tcaaaatcac 
gaaatgtgta 
ttcgatttaa 
cttcaacata 
gtccgcagac 
catgtgaacc 



agagggctgg 
ggagggagga 
agtgcccccc 
tctgtccttc 
ttcatctgga 
ccatgagtac 



taaatggcag 
gacaggcatg 
attaacacaa 
atgttttttt 
taaaggcatc 
c 
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<400> 
acacttccaa 
aagatgctag 
tatcgaactg 
ctttcctcac 
ggaaagatct 
taagagtttc 
tggccattgc 
gagagctttg 
ctggnaaaga 
tttccattng 
cggtnncana 



381 
ttgtccatat 
caccgttcct 
agccactata 
aggctttaat 
tcccaaattt 
agcttttgca 
gttggggcta 
naggggtncc 
cccctnggct 
nggacaaggt 
gttttggtnt 



<210> 382 
<211> 509 
<212> DNA 



aattaagctt 
gttatattcc 
tggatttcaa 
gtaaaaattc 
ggagcgaatg 
tatttcctgg 
ctgncatcac 
aagaaatnca 
gagaattcnt 
ggttacttag 
cc 



tccacaatct 
aactcactcg 
actttgttgg 
tcacatcttt 
caatatcatg 
tgttttcatt 
tttctacggc 
cttccagctt 
aaccatctgg 
aaccccnggn 



tacacaccca 
ccagacctga 
cccaccagag 
ggtcgctatt 
aacaggatca 
atattcaaaa 
gatcatgggg 
agcttacttg 
ggccctcaaa 
cttgggacca 



tcatctcctg 
gaattatgat 
gaagtcagtt 
gctagaatat 
gtgactgtca 
atctgaacct 
gaatgagcac 
aganctctgg 
nantcttacc 
acttnccntt 



60 
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180 
240 
300 
360 
420 
480 
540 
600 
622 
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